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(57) Abstract: Her2 and/or EGFR inhibitors to be administered to subjects with the overexpression or activation of Her2 and/or 
EGFR that have been subjected to an examination for detecting the expression or activity of Her2 and/or EGFR and thus regarded 
as having the overexpression or activation of Her and/or EGFR; and medicinal compositions containing such an inhibitor. 
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w m m 

fitE^-g^ft (epidermal growth factor receptor N l^TEGFRt B§i" 0 ) t^O^M 
©human EGFR type2 (^THer2 1 ift-fo jBU£erbB-2£ kPfrS.) d^fbHSo 
15 EGFR Her2li-5"tV ; etl^-i L l:170kD N 185kD©KJ|iiSi«fg ejfT?*) 5.EGFR £ Her2 

t {£ < P5 v-fe ^^-©flrtfii«i k wift^as fc 5 d t i>m& £ tt^o 

20 EGFR(i^jl^{C89%i:@^Ti^V , »^ft"T?^^ 1 LTV^S [J. Cancer Res. Clin. 
Oncol. 1993 119, 401-407] o — # v ^0^©^aTii^/J^I&J^^045%lCEGFR<^ 
iSPJlSm [Cancer Res. 1993 53, 2379-2385], ?}) *7y* h — ^O50KKEGFR£>jt 
fe^-it it's [Cancer Res. 2000 60, 1383-1387] &2?4>ftft#Jb -5 „ 
Her2lCB8LTtt9L*S©39JHCJt^Ji(B[J. Clin. Oncol. 1993 11, 1936-1942] 

25 , 0F3US<O32%fc:j§iiJ$g^[Cancer Res. 1990 50, 4087-4091], ^/^^S^CttM^ 
H£©67%fcifiJHJ8*a[Clinical Cancer Res. 2001 7, 2643-2647]& if 5 

O 
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EGFR^Her2te^* KiBI&B^ L T V ^ ^ £*U b £ 5 ■jgte tf>#^$flt 

Clin. Oncol. 2001 19(18s), 32s-40s] 6 ^Lt, EGFR £Her2£>5fe3§5Uw J: 9EGFR 
10 5 £ri$ftHb;ftW 5 [Cell 1987 58, 287-292] 

5 £<7>$B^ [Clin. Cancer Res. 1999 5, 4164-4174]„ 

Ifc^ot, EGFR^Her2^^P£^i-S^J (»~F\ IH^aT/HfiftW ^ t>S 

Z>&X-hmtiX^Z> 0 

EGFRtHer2©^&ftffmtU£<&ib*lTV^o * LTEGFRK*£^r Sftftt-St 
[Cancer Res. 2001 61, 4490-4496] o — # N ILtf Jfcf ©Her2$&^©£"&tl:: <fc 
TtfctClin. Cancer Res. 2001 7, 1577-1581] 0 Lfc^ot, EGFR J ^ > Her2 <D}&Wf\'i 

mamma t LtiifWirfp vmmmi>m&w<D&mM&&m 

25 tdfcSc Her2Pl^J-t 5 «tfPfei^— fe^V (Herceptin : Rocheft) 
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0tHer2^fls/>— ir^f-^fiHer2^^8lT^— -fe^x^ h (Herceptest : 

5 EGFR*?— -tf|!ft«W>f l^y"^ (Iressa : fgp p p£, A.Zenecatt) |C|4^*©$t*SI 

5££dSffi^&^£;hrt#fc[Clin. Cancer Res. 2001 7, 3780s] o Ld>U -Y 
W^tiD Ba^f^T? f*f&@Si*t#» J§=f?>5IiR * {CEGFR^m «r * Su 6 f^H 

qKDf^itfrWt&I&mm (Thymidylate synthase : TS) %%.MRTfi>t Fot'H 
i^y^mBB (Dihydropyrimidine dehydrogenase) fiHtfll t5FU«gttttil5l^ 
Sfe5*©«fc#fcM0*tff&*#£tt 2000 35, 340] o Ld>U mmzfem&k L 

^^^*tLTHer2X«/ / ^U ? EGFR(^BmX^'l4^»r : lrtfV^, *flb<D&%LX 
25 »4SttdSfllB$iXfctfttt*f*l-» LTHer2Xf*/&U*GFR|51W£!l£&^-f 5 £ t \Z 
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5 (1) Hei2X\*/RmGVm&X\tl£&*&mi-Z>tcftOtfi&^ X Dtt^jl**© 
Her2Xtt/&tfEGFR^Xte?£&&^BfrU Her2Xtt/&tfEGFR#ifiJ|i!l 

&tfEGFRP!W#J. 

(2) Her2Xtt/XU t EGFR©ett*tttti-rSfc«)«)tt$^<t 9ttfc*tfe©Her2X« 
10 /RmGFR<DlS&*&WV. %<Dn%:. Her2Xfi/Sl^EGFRd^'tt-(kLTV^ fcipj 

»$Hfc««l*f«^*fU-ca#-t-Sfc*©SilSB (1) fcSE«©R&#3!l. 

(3) Her2&tmra^mitt«ttSrttttJl" J &fc«)©«|2Eli:J: 0 tttfc*f*0Her2#.tf 
EGFR&£XM;Jg*fefc&»rU -t^^m, Her2Xt/EGFRdSiaiI^mX«S^bLTV^ 

15 (HflBftOlflgftk 

( 4 ) Her2Xt/EGFR^jgi44rtfettJi-5 fctfxD&SK £ |? ^Ifcx^OHe^&T/EGFRO 
Stt«r»WrL, Her2&tfEGFR/&s®teteLTV>3 ^WWf$*tfc«*»*lJ: 
>PfLXS:^1-5fc*cogilB (3) fclE«03|fi^S!l. 

(5) tfcfc#fc#, Her2X«/SU ; EGFR<7)igfiJ^^X««jb^®H-r5^S^JS 
20 oTV^i^StLStW-efcSISE (1) fcfE#<z>M*i, 

(6) Her2XtJ { KFR<Oii|IJ55aXtt®'tt^li:jeHi-5^SSrSo-rv> 

(7) h-e&s, HutB (i) *»e> (6) (D^-rti^i^um^mmm 

> 

25 (8) Her2X«/STJ?EGFR|I^X«?S14^^Wt-S^*^S^^^T^5mI 

IB (1) fclES©Pl«aU 

(9) Her2STJ5EGre|gmX««tt*^W^5^»^S^^^T'fc5HuE (3 
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(12) fl^Mfeeas, ftfc&m^izft&¥m%&xnm&&v&wmmftt:%^iz 

ss^zfV yjii-i ^a^jfe-CfcSiflH (8) XI* (9) kie3$om#j, 

io &*»e>ft5»j:9a«ii5^ffi-c*>*iaiE (12) fciBttoiasau 

(14) «»&tf»Sftfl*fr*ffiV^/^yy^^-*>a^jfe^s RT-PCR 
fe. FISHl /-fWn^h^ RWMf^l/n 2/ h«fed>P>*5 

#£9gtfftS;£ircifc5i!&iE (12) tztiMWMffl. 

(15) TIB-^ (I) 



X\tNX&CHX*h<9 ; Y#>C R 'ffcot, V^Ntfc5^ ; XfiYdS 
Nt'fcoT, V^CR'-CfcS^iXm^CR'Tfcot, V^C R 2 -?£>5^ ; 
XliY^CR 2 tfcoT, ViSCR'-CJbD ; R 1 fiC ^T/l^K C,_ 4 T/^=»^ 
^ CH 3 S0 2 CH 2 CH 2 NHCH 2 -A r - (^rt\ Arti7:t=/K 7 7 > 

ctV\) Xli-C = C-C (R 6 ) (R 7 ) (R 8 ) (rrt, R\ R\ R 8 ^^^^ 



15 





(a) 
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s SX\*Nfrbm\ihZlfrb2m<D^TVl%?*%AsX\<^Xb^'C a _ 6 <D : -y? 
uT ; R 2 te7ki!f, Aayy x tKn^>, C^T/Mr/V 

HCO-R 9 (m?, R 9 liC,. 4 m/K C 1 _ 4 T7V=»^r^ C 2 _ 4 7/l^- 

„ *»o$?>K:3faK:J:9iftScfcaWl$*i5^4< £ t> l {®OR 4 g-Cg&$;n,Tt> 

-c*>j:v^:n=/K t°y>vK 3H-> rsyyy/K -r^Ky/K -ry-r^Ky/v 
10 , -<^Ky=/K -ry-r^Ky^/K ih — r^yy/K 2, 

h — fvyyy/K lH-ox^^/y/K 2, kd-ih-^x 
<< s^y y^xfiiH-^^y h yry y/^^^L ; r 3 ^^^. ap-, 
<>a-xt; h y /ND^y^K ^yy^/K fy^y^vK fys^y 

/W^v^KSU* h y/Nn^^/U-<^^/W^^V^^-t-*> ; X«R 3 «±IB^ (a) 
<£>g£^L OCT, R s (i^-^^(C/Npy^ v C,_ 4 T/l'^ST^C 1 _ 4 T^^^r 
^o, nliO~3T*fc5) ; R 4 H^-^^AL{Ct Kd*>\ 
C X _ 4 T^^/K C 2 _ 4 7/Wr~/K C 2 _ 4 T^=*~/K C^T/v^^riA 7 

20 c 1 _ 4 t^/ut^ y , [c 1 _ 4 r^^] tsa c 1 _ 4 t;w-^^^ 

Cj^T/V^X^y^^/K C 1 _ 4 7/Mr/K*/l'*~>'K C ^T^A^M^ 

/wt^a n- (c !_ 4 Tyv=¥/v) ;&/w<*wk n, n-v 5 (c ^T/i^u) 

-w&mxhzmu (1) x\*frb (14) <^i^*> 1 KiEfwt^ 

6 



WO 03/101491 PCT/JP03/06988 
(16) (4- (3-7/U*n^yi?/U;*-3-» -7i=^) - (6- (5- ((2 

- * s'T.jvfc-fr-^jvT % ;) y^vv) -yyy-2 — f/W -t°y k [3 

, 4-d] t'V $i?>-4-4/V) -T$y -, 
(4-^y-^i/7i^) - (6- (5- ((2-^^y^^^/U-^/U 

N- {4- t^f-v'] -6- [5- ({[2- ( 

**?-;v*/vfc~;i<) ^-f-jV] T^J) *^i\>) -2-7!>;v] - 4 U ^7 

5^ ; 

N- [4- H^v ? /M-*i') 7i^] - 7 h*is- 6 - [5- ({[2- ( 
10 ^/Kx^awiO ^fW] T^y} y^/v) -2-711^] -4-W!)y7 
; 

N— (1 1 H->fy^y<-/V-5-^/W) - 7-/ h^r^>- 6 - [5 

- ({[2- (y?vU*/MwU) J^A-] T^y} yfvV) -2-7!!^] -4- 

15 N— {3-7/W^-a-4- [(3 -7/^u^OiP/V) 7 ^=-;V) -6- [ 

5- ({[2- (/.fvl^A-tfwW) T^/} tf/V) -2-7])^ -4 

N- [1- (3 -7^*0^^) -lH-/fy^/-;P-5-^^] -6- [ 
2- ({[2- (y^*>^*~/W) ^/P] T^/} -1, 3-^7/- 

20 /P-4->f/V] -4-W!J>'7r/; 

6- [5- ({[2- (y?vv*/w*^/w) r^y} y^/u) -2-711^ 

] — N— [4- (7i^;^;l'*-^) 7i^] -4-^/yy7^y; 

N- {3-7^P-4- [(3-7/M-P'<J'$W ^-^v-] 7i^) -6- [ 

2- ({[2- (y<?vw*/v*-/w) ^/W] 75/} ^f/V) -1, 3-f7/- 

25 ^-4-^/W] -4-dE-ty!)y7^; 

N- ( 1 -^y^- 1 H-^f y^/-^- 5 -^f^) -6- [2- ({[2- (y 

^vb*/MwP) :t?vl/J 75/} y^/w) -1, 3-f7/-/l'-4->f;l'] - 
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4-*T"/V ^7 5 y ; 

N- {2-y;V^u-4-^yi>JV^^y^=.jV) -6 - [5- ({[2- (^f 
)V7.?Vi^^.,V) znfvlO 7^y) tf-fr) -4-7 y/U] -4-W!)y7^y 

5 N- (3-^na-4-'<y^t^>7x^) -6- [2- ({[2- (/^vU 

*/u*-,v) 7^y} ^^jv) yr^y ; 

N— (3-^pp-4- 7ac=^M -6- [5 

- ({[2- {t3-;V7./V*-;V) oc^/i/] 7 5/} /?vl<0 - 2-7y/H -4- 

10 N- (l-^;V-lH-^y/y- -7-7^^-o-6- [5 

- ({[2- (/fvW*/U*=/W) Jifvw] 75/} *tvV) -2-7!)/l^] -4- 

Wyy7^y ; 

N— (3- h V 7^*0^^- 4 -^y^*->7i^) -6- [5- ({[ 

2- (t 1 JC^vl/) 75 / } /^VW) -4-7U/W] 
15 y^75^; 

N— [4- (3-^PP-4-7/^P7i=yl/) 75/-7- [3- (4-^P 

*y^,U) 7°o^^] y- 6 -J si*] 77!J^7U'; 

N— { 4 — [(3-7on-4-7;VtP7x^;V) 75 7] -7 - [3-/^vV- 

3- (4-^^-1-^7^-^) - 1 -zf^--)v] -e>-*-r*/y 7 

20 * •JyWTS K 

N-{3-^pp-4- [(3-7;^oKy^) 7*.=->V)-Q- [5 - 

({ [2- (/ ?:/*/W*~/^) ^^/W] 75 7}>f/V) -2-7!J;U] -4-3r 

25 SffilE (1) (15) OV^tl^l \Z.W&(DWMm, 

(17) N— [4- (3-^pp-4-7^p7i^V) 75/] -7- [3- 

(4-^*y=/W) :/p#*V] *j-yVy-6-4frl 7?V/l>T$ Kx Xtt 
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N-(3-^nn-4- l(Z-7/V^rn^<>iP;u) 7i=;V}-6- [5- 

({ [2- ^>V\ T^J)^^^) -2-7VA^] -4-* 

5 -efessuiH (i) (i6) ©v^T*t*>i \^m<om^L 

(is) miiB (i) (17) o^-rti^i^t&mommm^M^tLx^ 

(19) Her2x\t/RmGFK<Dmm&x\*mmk\z&®i-%mB<D^mx\t/R 

io (20) HeT2x\*/RmGFR<Dmmmxnfemt\z&mirz>&:B-t)m. mRum 

, mmmit, x\tmmxh^m a 9) \zmm.(D^mm^. 

(2 1) Her2X«/&mGFR^mX««tt^^m-t-5fc^O^('J;^^^0 
\\er2Xn/RTMGFR%$LX\Zfe®L*&ML^ Zomg, Her2X\*/ RXfEGFUmm 

15 %m.x\mmtLx^zkmwzftfr&&ttm^Lx&i*-rz>tc#><D, ^2x1* 
XRmGFR(Dmmmmx\tmmt^mm-r^mB(o^mx\tyRmmm. 

, mmmt, ximmxhzmm (21) tcEfco«xtt/&ms^ 

20 (2 3) Her2X\Z/RmGFR%mXl$m&&&ft1'ZfrftO&&\Z.£yWi&tt&V 
Her2Xn/RmGFR%m.Xnm&Z&ML. *<Dm&. Her2Xtt/&tfEGFR^ii3|tlJ 

mmxttmmtLx^zknm£ntc&&ftmzMvxt®m<Dtier2xit/Rxf 

EGFRPl^JSr^41-6 ^ t Z<$WLk~fZ. HeT2X\t/RTfEGFR<DT§iffl%m.X\m®i 

mz.&®i-zm&<D^mx\*/RvniM*&. 

, mmmit. ximmxhzmu (23) \zmm<o^x\t/Rxff^m^m. 
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(25) tfjiB (is) frb (20) wirinfrnz.uffivmmmi&vo. Rmmm 
mmmt. x\mmxhz>mu (25) ^mo^m^^^r-^, tm-rz* 

rHer2X«/R^EGFR^^^^a-r^fc«)0^3£j £ LTte, Her2;5Ui/#.l/EGFR 
<D£<9&1iL^M;fcmkLX\*, RT-PCR&, ISH&, FISHfe. / —f y hfe % 

15 x\%^ yzf* v bmm>mift>*iz>o 

t ffiffiW^3fc1$Z.$i7fzt£ (ELISA = enzyme-linked immuno solvent assay) J t f3\ 

fas? mzmttxn ta 0 %mx*h £ 0 r <D%mmm^ e. Engvai ^aot 

20 M*$*ifc5^^y7s't>f Gftlt^&Slfeifc : RIA) ©jfijgu fctftWftv 
^-/W (zeptomole : lO" 2 '^-^) U^/W©0tJS©»|^t> "TtBft^rife t LTMJSSftfc. 

tfassfc<fc<fijffl$*i5 0 7^5*^77^-1? 

1 0 
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ft*. 

TPCR (Polymerase Chain Reaction) J fcll, DNA Polymerase<£>&f££iI^#K ^ 
$Sttfcl£fT*5£ fcfcilK hOprinier©raJJ:tt$*tt-SDNAWr^*#M6?J»J: 
it(ii-SSJtST*>S. ^T't, igte¥Rf£fcPCR£ilfi^i?*fc TRT-PCR (reverse 
15 transcription-polymerase chain reaction) fehi k hMBifcM^^o 

nsH(insitu/^^y ^f-v 3 »*«a«s»f>i-c©3t^3sm©«aife 

o 

20 t 9^*VMWA£^/&&#TTm^clbU (-^ p:x^ hP-fe;^^ — 
1 1 
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|g-C#lf fd J: 5 *«S*&K:#LTHer2Xtt/XlfEGFR©36mXttSttSr«iai-r5 

o 

5 , mmm. mmm. mmm. %m. *at** nm. *mm. &*msmm* mm. 

nmm. mmm. Mm. mm. §mm. *tmm. 

&m. Btitim. 'Mimmm. -wmm. mmm*mm.\z.&$foMm 
mmmt. tttm^&mfhin. mmm. mmm. mmm. ^m. &?&m. m 

. *mm. ft'bmmm* mm. m^m. mmm. mm. ^m. mmm. m&mm 
io , %m. wm. Ttmm. ^nwm. l<> km, wm. *® 

m. 0^mm^m. mm. to. m&mm. %m. iph**#±o#*lv\ 

mmz h <>x&&tmmMxnm&&±o%&x\*m&xbz> 0 
15 ^er2xn/RmG¥nmm^x\tmmtLx\^m^i tit. uer2xmGm 
<o&t£< bh-%&mm$txi*mmtLx^z>&%. »*l<mw^ 
x\*mmkLx^z>B%x-bz>o *mwotier2Xte/%.mGFmmmte. 
o fmr2x\^/mnGY^i)m3m^x\mm\L lt v * s mgonzmoit * KS-^-r 

20 #3893© rHer2Xri/2fctfEGFR|fiW*!lJ LXit. Her2^.t^EGFR^MJ^^XIi 
Sttft LTV^a#^*f 5Her2AtjqEGFR|a§ffl|-e«> L < , 

Her2pl^S.'0 ? EGFRPlWJ^e>^5^jTfeoTt^< , Her2PI^#J&tfEGFR|5lW 

^uro^ su^rt^. x«s &s(f&)iz.mmzm^xtiimi-zz.bb*imxbz 0 w 
h. Her2m%MbEG?m&Mb*n*&ftz>ji>-h\z£Q®m^ m*t. *>s^ 

*38Hfc#V*T$&fl-r*Her2|S§8lfc LX\t. mer2^.^-±^> (Roche) 
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„ TAK-165 (Sfcfflh ETH-102 (ExonHit Ther. ) ^fc^f t.tc. #389!fc:*5V> 

Xmm-rZEGFRW&MtLXtt. <Y WylHA.Zenecah 0SI-774 (Roche), PKI-166 
(Novartis) x EKB-569 (Wyeth) m^lf <bft 5„ - ^^>M^(- 18 UT tt, TAK-165 
K:oV^TteW002/06249^$8 x #|fl2001-348385^$8 % #M2002-69070^$8 X 
5 #M¥9-136877#<£$8, 4#H§ s Pll-6057H§-4*«$SK:, ^ V^f llo^TliWO 
96/33980-5§-<&$8, ^fF03O4O486"t^^ N 0SI-774^oV^T«W096/30347^# 
PKI-166l;ioV^TteWO 97/02266-^=$ EKB-569(COV^ te^S^Wm 
6, 002, 008-^^|Bife$iXTV^o 

{f^TMmMi <D£9M e ftttti:<k&<b<Dmb LTtt, WO 9 9/3 5 l 4 6 
20 4§-&« (#t20 0 2-5 00 2 2 5fM) ^M^^tbTV^TIS-^ (I) 
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Ntfcot, V^CR 1 ^^^ ; XteY^CR^fcoT. V^CR^ifcS^ ; 
XliY^CR 2 TfcoT, VdSCR'-CfcO ; R'liCH 3 S0 2 CH 2 CH 2 NHCH 
2 -Ar-S (^T\ Ar(i7^=/K 7 3-*7*y, tfp— tVHcO-f? 

-/-frtuVWR&frs *©#*»i0TMfc:J:9 1 fcL<l42iO^»^ C,. 4 7 

tKo^K C^TA-^r/K C 1 _ 4 7A'=»*^ C,. 4 7^7 5;StF 

$P>I^M^<tt)aS:^^$tL-5^< £<t> l»R 4 g-efii&$tLTV^<b«fc 
^7i^;K try^/K 3H--T -Y^KD/K -Y y-< y K!//K -T V 

io kjj >r y^o-Ky -/k iH->r^y/K 2, r 

y y/iyxi* 1 h— h y 7/ y/vs&^t ; r^^^vvk /no-, v?ad 
-s.tfhy^p'O'v^K ^^y^r/K fy^/wy^/K t°y ^y h^e^ 7^ 

'O^A'**^ /np- n i^P-&tf hy/NP^^v^;t^Vftbtf£ 
15 -<>'-^>'^^*=7^^^^)S$^^^^tv6^ ; Xf*R 3 f*h 

^Xfif y AP^fMy^*j/S:Sti> ; X«R 3 «±IE^ (a) ©SiJ: 
gl 0£1\ R 6 li#^r^S:^/NPy^ % C 1 _ 4 T^^S.U { C 1 _ 4 T;w='dE-v'^b 
3ft£*l;a>o x nteO~3T'fc5) ; R 4 M&fc fc Rp*^ ab^ C 
1 _ 4 T^=3r/K C 2 _ 4 7/Hr=/K C 2 _ 4 7/l^~/K C 1 _ 4 T/W=^^ T^y, 
20 C^T/l^/WS A 5? [C l _ 4 7A"*/l'] 7$ A C 1 _ 4 T^=¥/^^ 

77M?7V';*A'7-f C,_ 4 7/M^KX/l'*~/K C a _ 4 T/V^/W7>^#^/K 

$ y N N- (C 1 _ 4 T/W^r/U) ;fr/W<*4/K N, N-S? (C 1 . 4 7/^) 

25 ^m-fk-g"*, #fc#*L<tt. N-{3-ypp-4- lO-yfrXvOi?* 
) [5- ({ [2- (y * ^*/Mwu) r^y} 

y^yv) -2-7y^] -4-^y y >-7*^y^a\ xiiwoo 0/3 1 0 4 8 
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#&#fc&8?i*$*Vt^<&N- [4- (3-^ao-4-7/Vta7x^U) 7 5/ 
] -7- [3- *i~/V >-6-' fJ^] 7?» 

(i) ^#w^rF^$tt5^ &%i®i>L<\mm%m, m 

mmvhoxh^\ &¥to\zwmztiz&bLx^ mm. jMk**», 
, *?v>m, ffiM&£Tfmm£t*<Dmmwti&. mm, m^m, hv?** 
a mm, t^>m. v^=tm, y-^^m. ^^^>m, &&m$t, y*^m 
\ yy=>-;\<>m, if^twm., =>^?m. tz^^^^m. p- 

yrc^y- ;PT5 ^ $*E$r/— >U7$ y^ ( t Kn **y^; VT * y) ft 

15 /mmmtfhtiZo 

-MX. (I) ^b#^M^feWr^T/H51^^|CoVNT«W0 9 9/3 5 
14 6f«, N- [4- (3-^oa-4-7;WtD7x=;V) 7S/-7- 
[3- (4-^*y ^nztf^v-] ^r^-i/y y- 6-4*1 T^y^T^K 

©S3I*fe&tJ t fa7/Ht^ffltoV>T|j:WO 0 0/3 1 0 4 8 ^$8fcl24fc$ 
20 *VTV><5 0 

m&&irZ>*:<Dm<Dik&%> W*.l£s WOO 2/0 6 6 4 5 lK|Bi<$*Vtl>5>(b 

25 & (mmm. msm. mmm. mmu mum* %itm. $*Mr#i*re) 
, f$g. i/*y?m. ^^y 3 ym, *v*wm. mmm. mmk 
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^S&WKfc^T, ^SPilt i§«f*J&l^ jMrt&at, JJgKft&tt 

±rp^$n#5^>^< th-mmm® (^stt**^ mmk mut 
m. mmm. m&m. mmu mmm, 7w-/^#^j, ^-7a 

x\mikmRVMMimm&m\<^x %mttwx& bnttmxmm-rz^ t 
5 0 z<Dmm&Mmmm*. ifcwmhzwmM*m^tcmm<D&tt<Dxz 
15 z>®wt*tc}*mmmxh^xb£\<\ £e>i-. mnmmxnmmimmtvxmm 

mm&. m%><Dm&it. ftm*n^x^z&%<D*<Dbz<Dm$i<DnmzfoK, * 
tibhz^te%<Dm<D%m*nmLx&:#)bftz> 0 mz.\5±.b-i&#, a) xmzti 

25 % &-$m&^\zjLox&tez>tiK mnmato. o i~i o o o mg /k g #s/B 

JiL<ttO.05-5OOmg/k g#S/B&, - B 1 ~~&mz.frtfX&5--f 

5o #1&Q&)\ai. f£Mrt> j&i*)i*9XteiiLJ3§rtK: % mo. 0 1-50 
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mg/kgfrl/B, 0£L<teO. Ol-2Orag/kg«:i/0fiW^ 
^ <E>Her2X EGFR^SiX Lfc &i£fc/fl I ^ 5 

mmmi 

EGFRfo^m-f IflWfB 
(^&) 

15 Umzm^tcMM?D 0183805ft, EGFRf-n if SrPl^UEGFRigPJ^^ 

A431{C*fLTin vivoffc)JM);S:£^1-;i £ j&Sfcp f>*iT^5 n . PD 01838050)2 

ig^CI-1033JiMDA-MB-453»Sr^^— V^a y ^$lMLfc^©Her2, erbB3^t LT 
erbB4©^n v-^ y ygHbSrPl^-fS r 1 1>m j ££tlX^Z> 2) B 

J^T<OE«cK:fc>^-CPD 0183805&PD, PD 0183805<£> 2&MCI-1033&PD • 2HC1 

20 tmto ?wk^%Rmk¥wm\*TU<Dk&yxhz> 0 

N— [4 — (3-^nn-4-7/VtD7i=^) T $ 7 — 7 — [3- 




WO 03/101491 PCT/JP03/06988 
PD&tfPD • 2UCl<D&mt, WOO 0/3 1 0 4 8 Sftfc^ifc 

1 ) Vincent, P. W. , Patmore, S. J. , Bridges, A. J. , Kirkish, L. S. , Dudeck, R. C. , 
Leopold, W. R. , Zhou, H. , Elliott, W. L. Proc. Am. Assoc. Cancer Res. , 40: 117, 

5 1999. 

2) Slichenmyer, W. J. , Elliott, W. L. and Fry, D. W. Semin. Oncol., 28: 80, 
2001. 

; # $ n ^##TKG-0182, £fcteATCC£ V ffiA<DWi& ; ATCC#-^-CRL-1555) «fc •? 

'I£$!IaE:37& (Proceedings of the National Academy of Science of the U. S. A. , 1982, 
79, 1433)&&&LT*Tofc 0 W LV^&fi^TOii 9 Xhh 0 

A431*BJte£l(WBS^DMEMJ£ifc*T?3 7*C, 5%«»^T"T?J(HIU -©J»l& 
&10 mM HEPESi^W(pH7.4) x 0.25 M t-^o^, 0.1 mM EDTASr^tf^J&^-e 
15 Ml, 3,000XGT*5^^iS'i>^SIL, Ht--€r £>±?jf£ 100, 000 X G"C 3 

0 ^raaS^5)-«IS:ff V^A431jHBUajKlS^-Sr^. ^iX^^^T^S^^EGFR t L 

A431jNM&lRPi£- (1 0~1 5 gh 30 mM HEPESflMlfflg (pH7. 4h 2 mM MnCl 2 
„ 100 ix M Na 3 V0 4N ^/^/V**^ K(DMS0) K^&Lfcl^J^jSJSjfc ( 

20 ftftg 1% DMS0) 100 n g^EGF^P^yt^, ^SfTy^tryv' 
^ I I (Asp-Arg-Val-Tyr-Ile-His-Pro-Phe) 5 0 ju g % Tf/^ED (y - 
32 P -S»ff3 7KBq«r-&tf) ft»»Il 0/zMSr*Px.TS^M*6Lfc o ^Oft 
<D%M&6 0 /i L-efc2» 0 

25 %Ml^pp^2 5/ ( LMtM#iU *<D-£-§i7ktp\C3 0#»{tLfc 

o 

•?rO#5 0 0 0GT?2#Wi!'C>l,fcSL Jhjf*4 0 jz Lir^y >?LXP 8 1 
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HW(%)= 1 0 0- {(A-C) / (B-C)} X 1 0 0 

io m i ) 



EGFRfoi/m-fSf<ll 




IC S0 nM 


PD 


0.4 



mmm2 



m mmmfo*m±>* ; #*n^#-*§-TKG-0298) £jbv^ (^ta4&b 

J&£fE-fo)o ^O»^«10%FBS»DMEM/F12^1§^ (£tTT y ±4 Jgiffi £ IS"t" 

Tyi?^igifcM®LfcA4»£ 1 2 ? aiA^W- h (^3X lO'/wellftt 
20 3 >7^F ICftofc#M&£li#J £ £ tfc 2 ^^37 < C"C1$^ Lfc 0 »&PBSf 1 HI 
ft#Lfc&, »ia*»/<y7 7 (60 mM h ]) X (pH6.8k 2% SDS, 10% ^y-fen- 
/K S^-^^/^yhx^y-zK 0.001% y * /i^w— )KH?jR»L 
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fern, pvDFjKtte^tfc. m£y*v*>?Ltz&, o.n?4-^2Qmtohvxi& 

ffilfc^X'tflftX i/y J $ d — ^-^^ &PY20 (Transduction 

Laboratories. # ? o ^#-^-P11120) t <4 y*^^— *s 3 V U ^ICHRP^fet^^ 
* 2 &JrCfr (DAKO, # * o i/#-^P0447) T^I Lfc. 0£lfc^il#f*li£ECL western 
5 blotting detection reagents (Amersham pharmacia biotedu # $ n ^*||:-^-RPN2209) 
T^SLIt:^*^^^ ;CCD*^7«lfc. ffc#3)§7fec7)^t®|g>$#fh}: 
Macintoshes^ ^v- h^77 (ATTO, |S{fp^^AE-6930) £ffl^T?To fc 0 

10 ?r%3V hn-;w-eWffibfc: e ^SrTl5^t^1- 0 



(*2) 





mm 


%=yhn— ,v (0. 1/iM) 




PD 


77 


12 



H»!j 1 , 2 ©Jg*J; 15 , PD«Her2X«EGFRWV>-f fl^MLX PMSflUB «T *f 
n x BP*> % PDdSHer2X»4/Rt/EGFR|a#5W £ LT^ffi-T 5 £ t flSSlflrc t 5 e 
HWJ3 
15 in vivo$|ffi$& 
(#80 

t h^HPAC (ATCC#-^CRL-2119) X t b*:JMLS174T (ATCC#-^CL-188) ZLX 
b KMNCI-H520 (ATCC#-^-HTB-182) fiATCCfc 9 jgf A Lfc 0 t h^-^^ME180fi 

20 ^-TKG-0437, ATCCfc 9 MA^^fiATCC##HTB-33) 0 Balb/cJttt^- K^?* ( 
Balb/cAJcl-nu-r»7*, B#^l/T#\ AffiR$5S<£) ©fMTCPBSML 

# fill: 100 mm 3 t tt*l£#&T?&&<0¥®mmtmGtf-&Zt£t> <k 5 1 Il4 EE 

25 ***ft«ifi«*«£u t (fie) 2 x ]=mm 
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Wmirm 3 ] t Ltc„ mfrtt*ft<o1Z8fr<o 1 4 BffijlB|g£<J& 1 0 1 B&f&JS P & 

5 % = ^ h p -/w= [ (mm^mm<Dmm b w£j*B*tflt^itm^- 1 ) / (mmm<D 
mj&a<D¥i%ftttmmmm&- 1 )] xioo 



(^3) 



t hB&fgHPAC (EGFR, \\er2Wimm ^Mi~^Um^ 


mm 


mg/kg 


^mmmmmmm 




mm. 




4.6 


100 


PD 


10 


2.4 


39 


PD 


30 


1.4 


11 



(«4) 



t h^^^ME180 (EGFRBite, Her2|tt£) ^^^^^^1^ 


MM 


mg/kg 


^mmmmmmmm 




mm 




10.9 


100 


PD • 2HC1 


10 


3.5 


25 


PD • 2HC1 


30 


2.7 


17 



10 (^5) 



t MCMLS174T (EGFRIttt. Her2|§tt) \Z.m 




mm 


mg/kg 


¥&>mmmmmmm 




mm. 




18.2 


100 


PD 


10 


10. 7 


56 


PD 


30 


6.8 


34 



(*6) 





h#ftNCI-H520 (EGFR, Her2p^te) \£*tt ZtiMMlML 




£4-* mg/kg 


¥%}temmmmmm 








8.7 


100 


PD • 2HC1 


10 


8.3 


95 


PD • 2HC1 


30 


7.7 


87 



±ffi£-&£^ Lfc*g*a» fe, Her2Xte/&tfEGFRPl§#J|j:, (EGFR,. Her2jf5»tt) 
, (EGFR«, Her2BH£) Xtt (EGFRHHJlu Her28H4) 0>&»K:*f LXtgffitom® 
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HWJ4 

£ ***^7*Py h&K<fc5EGFR;KteHer2£>3§§|ffi|fg 

5 b hP^HPAC (ATCC#-^CRL-2119). PANC1 (ATCC#-tCRL-1469), thy ^7*— 
■^Daudi (ATCC#-^CCL-213), t h*JMLS174T (ATCC#-^CL-188) teATCC <fc 9 $ A 
Ltc 0 t l*0>|MA431 (*^d^#-^TKG-0182), fc h^^«*ME180 (#*n^# 
■^-TKG-0437) , t r- $^HSC-3 (# * n ^##TKG-0484) ,HSC-4 (# * a ^#-J§-TKG-0489 

10 lWhrtilmTBtfa^yi^^hlCft^^^lllSWfilLfc. 100mmlgM.tf>igi|&£ 
LPBS-C 1 mVt&Ltt&\Z.ffiO. 6mL<DRIPA^ y 7 7 (50mM h ]) X (pH7. 4) , 150mM 
mt-thV 1% NP-40 N 0.25% ft^E->3-;^ ImM EDTA, -fv^T—Mj 

f-^-y»C|Hll|XLT10, OOOrpm-ei0^^iP«^bfc„±m$rS'J^^-^-^»LT 

15 iOW^^x^^^Py bMV>fc. 

sei25nMM^a5» SDS-#y U/WTS KS&8ct&fcj&>ttfc& 
PVDFj^fC^L/Co m&zfu >y*>?Lit'&, 0. 1% !M-^20Sfc&D h V 
T*Wmz.ttirZ ft gtiiit (Santa Cruz Biotechnology, D ? o i/#^sc-03) £ fcl* 
Her2fc*H"34$M$tft (Upstate biotechnology, # * a ^#-S§-06-562) £>f 

20 -i/3^L N ^{wHRP#a^t!>-9-=¥ 2 &fct#(ICN Pharmaceuticals, 

55689) -C t& 3® t o £ it # 51 % f* H ECL western blotting detection 
reagents (Amersham pharmacia biotech, # $ n i/#-^RPN2209) T^3l 
* ^ / C C D# t< 7 Lfc 0 

25 
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<*7) 







±&® 




EGFR^^ 


Her2^im 


l 


HPAC 






2 


PANC1 


m®. 




3 


ME180 


m& 


m& 


4 


Daudi 


m®. 


m& 


5 


A431 


m& 


m& 


6 


LS174T 






7 


HSC3 


« 




8 


HSC4 




8§44 



HWJ5 

RT-PCR£K i 5EGFRX«Her2(0|g^$t^ 
(#fe) 



5 Molecular Cloning, A Laboratory Manual Vol. 1, Second Edition^t^V - *^^^ 

$&BJ!&a><bS.N. A.P. ™ total RNA isolation kit (invitrogen, ;& £ p 
45-0472) iCit) total RNA^ttWtfco ft P>*tfc total RNAtf> 5 *>1 n g&;BV\St$G^ 
/xJfo&fT&ofc 0 $i^?i*i&telst Strand cDNA Synthesis Kit for RT-PCR (Roche 
10 % # * n ^#H§-1 483 188) SrffiV^Tti^ofc. 

cDNA <D1 n L5rffiV»T PCR £r ff o „ EGFR mRNAO&m^te^^ fiHuman 
Epidermal growth factor receptor and GAPDH genes Dual-PCR kit (Maxim Biotech 
, iJ 9 O ^#-^DP-10065-6) gstt^y^-^fflVV BfjgfiTaKaRa Ex Taq™ (^ 

15 * * P ^#-^-RR001A) *m Wc„ BLfo&Wm&C 1# 11M ^/K 96X1 1# 58 

t 1# 30# 30-^-T^/K 72<C 105> llM' ^/Wt?fT^ofe 0 Her2 mRNAO^tUl^fi 
-77 4-? — (2RT-PCR primer set HUMAN erb-B2 (CLP, # * n i/§-^5254. H) gstttf) 

— &JfiV\ HHtfiTaKaRa Ex Taq™ (S|g3g % * * o ^#-^RR001A) 
tz. mi&ft-miX, 5#60^C 5# liNf */K 72<C 2# 94t 1# 60t: 1# 401M 

20 *yK72t:i0# lif-r^/W-C^o/c #bftfcPCRg^Ko^TX#n-*m$C& 
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±UM1&W4 s 5 (Dft&frb, !?x7?y/p y h&^RT-PCR&K <t 0Her2X« 

±E^»J2, 4©^^?), Her2X«EGFRS'|4>fb^^Bjtgt i fc^ 
r b&5rfrZ>> r<P£ ?&&gfe&fflV^T0#K:}ott£ Her2 Xtt/^tf EGFR 

5 zLxtem&zfe&L, Her2 egfr itmm^xnmmtvx^^ kWft 

£iltcmi?\at s Her2 Xtt/Stf EGFR <Dm$LX\tfe&4k\Z&mirZ>$i&*B'oX 

io , tij^jii^fu&wzivv^ 

15 *ffijs«: v B*xmm£titc®m2 o o 2-1 6 2 1 3 o&«£ tt^^ ^ 



20 



25 
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Uer2X\*/RmGFR<D$&&X\Wi&*&%\\^. *<D&&, Her2X«/RU ? EGFR^i§ 
/StfEGFRtf^tt^BfrU -tc^^ Her2X\*/RmGFR&mmtl'X^Z>kW 

io mGFR<Dftmx\tm&z&mL. ^<d^m. HertRmGFwmmft&xteftmkv 

4 . Her2&tfEGFR<^tt£&m-r$ fc&cD&SK J; 0 #c&*ti»(£Her2&tfEGFR 
«^tlrL, Her2^EGFR^^bLTV^ir^JKff^iX«^^ 

5. HeraXlt/^t^GFR^MJ^rnXfiSM^^Bl-r^^S^S 

6. ttttftftdS* Her2XtfEGFR©jfi*J»mXtt»tt'fkl-j8figi-*«iftS:AoTV> 
20 lf^^Hl^P>4<^V^tt^l^E«^PI^Jo 

o 

8. Her2Xli/'^U J EGFR^^Xtt^^^W-t-5fc*(7)^S^#:^S-Cfc5 

1 4 tf>^-rtitf> 1 «i::iB*©i&5ai. 

25 9. Eer2RmGFR<Dm^Xit^^mir^tc^<D^7!)m^^Xh^tm(D 

mm 1 a>*> 4 mvf 1 «^is^opi^Jc 

1 0 . Her2Pl^J^^EGFRPlW^J^^^5^jTfc5lf ^COtBia 3 UlfB«©|fi5 
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1 1. \\er2mmmAmGFRmmmzmmz., x&&m$}\mm*m^x 

14. MSM^»|V>fc^'f ^f-Va RT-PCR 
10 I SH)£, F I y-f^oy hfe, Wf^n? hfc^ftS 

1 5 . Tia-JK^; (i) 




15 N-CfooT, V^CR'-e&S^ ; XttYflSC R 1 "efcoT, V^C R 2 -T?fc5a> ; 
XliY^CR 2 ffcot, V^CR'tfcD ; R 1 tiC,_ 4 T/V^/K C,_ 4 T^3^ 
CH 3 S0 2 CH 2 CH 2 NHCH 2 -Ar - (r rT\ Arli7i=;K 79> 

20 Xtf-C^C-C (R 6 ) (R 7 ) (R 8 ) (rrT% R\ R\ R a \t*tl? 
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n7/^;^tto) ; R 2 !**^ A^y, tKa^ C .^T/MM" 

HCO-R 9 R 9 ttC,_ 4 7/MvK C 1 - 4 T^a*^ C 2 _ 4 T/V^ = 

5 ^X«C 2 _ 4 T^^^-r o ) 36^*5»d^e>SIR$tL; UttR 3 £-eg&$tt 

„ Ky~/K y-r y Ky ^/k lH-Y^y/y/K 2, 3-?tKn-i 
h— Y^yyy/K ih-^vxy ^yyy/K 2, 

10 ^^^/y^XliiH — >y y h y 7 / !J ;vS^t I ; R 3 li^y v?/K /Ma-, 
v^o-Mthy/Ma^^/K ^^/V/K ^P'^Mf/K k°y^/vyh^rv- 
% 7=./**/^ ^y^>t^i/, /no-, ^/NP-&tfh y^P^^/l'^S/ft 

;W<y>vK5U2 h y/>ny ^/U^v^M-*v'&^1-a» ; Xte R 3 fi_LfE:*; (a) 
15 ©S&^L R'tt^aftSt^nyv, C 1 _ 4 T/W^/W&U ? C 1 _ 4 T^=^r 

5/36»b»iR*4X; ntt 0 ~ 3 T*&5) ; R 4 Kb Kp^^ /M3^ 

>\ C,_ 4 7A-*/K C 2 _ 4 T^-/K C 2 _ 4 TA"¥=yl\ C,. 4 7^a^ v 7 
5/, C 1 _ 4 T/V^VT^y, [C,_ 4 T/Vdr/V] TSA C ^T/l^/l^sK 
C,. 4 7/^;^/V7^=;w, C ,_ 4 T;u^^/w^^/K C 1 _ 4 T/^/^/v^^ 
20 A\ #/M?=^Sa ;tr/W<*>f/K C,. 4 7^3^r^/l'#=/K C x - A TAs1)J<< 
;i^7^, N- (c,_ 4 7;v^) #/w^^/k n, n-^ (C 1 _ 4 T^^w) 

16. (4- (3 -y^tD^y^t^ri/) -71=^) - (6- (5- (( 

2~}$l/^)Vfc=u f v-^?vT^J) y^/v) -yy>- 2 ;v) -t°y K [ 
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3, 4-d] t°U 5v^-4-' <M -7$y ; 

(4-y<y*SjV***sy *~>l>) - (6- (5- ((2 - * $ VT.fVib-jV-^fr 

757) -h-aa -77^-2 — r^) ^-4— r/u) -75^; 

N- {4- [(3-7;w^-p-<y^u) ;fr*i7) 7*-/l/} -6- [5- ({[2- ( 

5 7 ^*/w*~7u) r 5 7 } 7 f-^) - 2 - y y )V\ -4 v^t 

57 ; 

N— [4- (^^vWtf^S/) 7x^;V] - 7 -7 h 6 - C5- ({[2- ( 
7^*^*-^) rcfvU] 7 5 7} 7fvV) -2-7!^^] -4-^t/yy7 

10 N- lH-'f^yy- 7V-5-^7W) -7-7 h*^- 6- [5 

- ({[2- (^Tvl^/MwU) ^?V\ 757) ^f/W) -2-7 y^] -4- 

^ty*!)y7 5y; 

N- {3-7/W^"D-4- [(3 -^/M-n^^vvV) t^f^] 7i^) - 6- [ 

5- ({[2- Kt^fV^fV-fc-jV) 757} 7?v^) - 2-7!/;U] -4 
15 -W^7^; 

N- [1- (3-7/V^-a^y^/V) - 1H-T^7- -6- [ 
2- ({[2- 757} 7^) -1, 3-7-7*/- 

6- [5- ({[2- (7^*^*-^) ^fvVj 757} 7f/W) -2-7P/U 
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